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• 27 year old male
• Presented with a painless neck mass

• USG showed a tumor in the right lobe 4x3.8x3 cm in diameter
• Thyroid function tests and calcitonin serum values were within
normal limits

• FNA was consistent with a malignant tumor showing neuroendocrine
features

• Bilateral total thyroidectomy and central LND was performed



• Gross evaluation revealed a 4 cm 
well circumscribed, whitish, firm, 
homogenous tumor in the right
lobe



• Unencapsulated neoplasm
• Periphery displayed pushing
borders

• Invazive foci into the adjacent
paranchyma and extension to
margins



• Predominantly
nested basaloid
proliferation

• Monotonous
cytology

• Trabeculae and
solid areas

• Fibrous stroma



Neoplastic growth with tropism to folliclesSome areas of peripheral nuclear palisading Rare pseudorosettes

Variable sized insulae



Neoplastic nests coexisted with entrapped follicular structures



• Necrosis
• Mitotic index:  22/10 HPF
• High Ki‐67 (%30)
• Vascular invasions

Ki67



• Poorly differentiated thyroid carcinoma
• Medullary thyroid carcinoma
• Intrathyroid thymic carcinoma (CASTLE)
• Solid cell nest tumor
• Parathyroid carcinoma
• Neuroendocrine carcinoma
• Metastatic tumors

• Something else ?

Differential diagnosis



Poorly differentiated thyroid carcinoma

TTF1

TG

• TTF1 (+)
• PAX8 (+)
• TG (+)
• BCL2 (+)
• Cyclin D1 (+)



Medullary thyroid carcinoma
• Calcitonin (++/‐)
• CGRP (+)
• CEA‐m (+)
• Crg A, Synapto (+)
• TTF‐1 (+)

CEAm



Intrathyroid thymic carcinoma

CD5

CD117 CASTLE

• CD5 (+)
• P63 (+)
• C‐kit (+)
• P53 (+)
• BCL2 (+)
• PanCK (+)
• Ki‐67 10‐30%



Parathyroid carcinoma

• Chromogranin A (+)
• Parathormone (+)
• GATA 3 (+)
• TTF1 (‐) PTH

PTH



TG PAX8

TTF1

• TG (‐)
• TTF‐1 (‐)
• PAX‐8 (‐)
• CEAm (‐)
• Calcitonin (‐)
• CD5 (‐)
• S‐100 (‐)



Neuroendocrine neoplasm ? 

PanCK

Crg A Synapto

SynaptoNeuroendocrine differentiation “confirmed”
Epithelial differantiation “confirmed”

MTC ??
NEC ??





p40

p63

CD99

EWSR1/FLI1 rearrangement



CEFTE:
Small cell thyroid
tumors w epithelial
differentiation, p63 
expression, EWSR1‐
FLI1 fusion, carry a 
favorable prognosis
May coexist w PTC

EWSR1‐FLI1 fusion
was observed both
in small cell and PTC 
component





Adamantinoma‐like Ewing Sarcoma (ALES)
• A variant of Ewing sarcoma with complex
epithelial differentiation

• First reported cases occured in the long tubular
bones

• Recently ALES cases were documented in the
head and neck (periorbital soft tissues, thyroid
gland, salivary glands)

• Proclivity for head and neck (12 /19 reported
cases)

• EWSR1‐FLI1 translocation, CD99 and NKX2.2 
immunoreactivity

• Focal squamous differentiation
• Keratin pearl formation or peripheral nuclear
palisading

• Diffuse positivity for pancytokeratin and p40



Adamantinoma‐like Ewing Sarcoma (ALES)

• Diagnosis is challenging in any location, site‐specific diagnosis should
be taken into consideration

• Cytologic uniformity despite infiltrative growth
• Elavated mitotic rate & necrosis
• Concomitant expression of pancytokeratin, p40, synaptophysin and
CD99

• Does not follow the aggresive course characteristic of conventional
ES, most cases followed an indolent course (our patient recieved ES 
chemotherapy, 5 years follow‐up, no evidence of disease)



Adamantinoma‐like Ewing Sarcoma (ALES)

• Distinct entity
• Unique morphology and IHC features
• Although EWSR1‐FLI1 fusion is now accepted pathognomonic for ES, 
phenotypic heterogeneity of tumors with identical gene 
rearrangements is well‐known so a carcinoma also could carry this
translocation

• Really a variant of ES
• May be a unique carcinoma with EWSR1‐FLI1 fusion



Carcinoma of the thyroid with Ewing Family Tumor Elements
(CEFTE)

Adamantinoma like Ewing Sarcoma
(ALES) 

Diagnosis



Take home message

• When dealing with an unusual poorly differentiated thyroid (or head
& neck) tumor with a basaloid growth and small round cell
appearence do not forget to include CD99, p40 and synaptophysin in 
the IHC panel ..



Thank you for your attention

Galata tower, 
Istanbul


